COMMENT ON PUBLISHED PAPER

Discordant erythropoiesis in CML TO THE EDITOR
We enjoyed reading the recent leading article by Clarkson et al 1 concerning 'New understanding of the pathogenesis of CML: a prototype of early neoplasia' and broadly agree with their 'Discordant Maturation' hypothesis. However, we were surprised by their view that our published data on BFU-E in CML 2 were not in line with their thinking. They have found that the majority of erythrocyte progenitors in CML are more mature and less capable of extensive proliferation than comparable normal erythrocyte progenitors. We reported that BFU-E in CML formed bursts consisting of more subcolonies than normal BFU-E. 2 Assuming, as we do, that commitment to subcolony formation during the growth of an erythroid burst marks a terminal differentiation event, these two statements imply exactly the same relationship between early and late erythroid progenitors. That is, in order for a given cell population to outnumber its progenitors disproportionately, there must be an increase in its productive capacity either by increasing its probability of self-renewal or by increasing the number of cell doublings separating the two compartments.
We would like to take this opportunity to comment further on the interpretation of our methodology, which relies on the number of subcolonies formed per erythroid burst, ranging from one to the maximum observed. According to Clarkson et al, 1 this phenomenon results from the breaking up of the colonies into subunits at later culture times. Against this interpretation, we have made sequential video recordings which show quite clearly that the cells giving rise to the subcolonies separate prior to the onset of subcolony formation. 3 Another criticism that has been levelled at our methodology is that subcolony formation is simply a function of the density of the supporting methylcellulose. However, if this were correct, it is difficult to understand why different subcolony multi- plicities should be observed with different recombinant cytokines but otherwise identical culture conditions. 4 Finally, Clarkson et al 1 have highlighted the response of normal and CML progenitor cells to c-kit ligand (KL). In both cases, addition of KL to Epo increased the size of the colonies formed by BFU-E. Similarly, we have found that KL plus Epo, compared with Epo alone, increases the cellularity of normal BFU-E (7.5-fold; P = 0.0001) 4 although subcolony multiplicity was not increased. In CML, in addition to increased subcolony cellularity, there was a moderate increase in subcolony multiplicity (unpublished data).
